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phology are found, these abnorn:ali ties are appar.en~ly not a 
sp ecific feature of the T sk mutation. Indeed, t he fIbrils of the 
Tsk/ + a nimals actually are smaller on the average tha n those 
of the " normal" + / + animals. The hypodermis in scleroderma, 
o n the other hand, has been reported to have several alterations 
in fine structure which appear similar to Tsk/ + skin; these 
include fine and presumably immature collagen fibrils (200- 400 
A in diam eter) [17-19], dense packing of fibrils [20] and nu-
merous fibroblasts with dilated endoplasmic reticulum [18]. 
These changes have been in terpreted to indicate an increase in 
fibrilogenesis in scleroderma [17,18] and LeRoy (21] has re-
ported that cultured scleroderma fibroblasts do in fact synthe-
s ize more collagen than .normal fibroblasts. 
The greater dermal thickness and close packing of collagen 
fibr ils in the skin ofTsk/+ mice also suggests that fibrilogenesis 
o f collagen is increased or perhaps its degradation is decreased. 
T h e a bundance of fibroblasts with dilated endoplasmic reticu-
lum in the dermis of Tsk/ + mice is consistent with an increase 
in protein synthesis and the thin fibrils and filaments (less than 
40 nm) in the hypodermis of Tsk/ + mice resem.ble the recently 
deposited collagen in embrYQnic and infa nt skin [18,22]. It 
w ould appear that in both the T sk mu tation and scleroderma, 
t h ere is an alteration in collagen synthesis, metabolism and 
fibrous architecture resulting in hypertrophy of the dermis and 
significant altera tions in the mechanical properties of the skin 
b ut the biochemical mechanisms responsible for these changes 
rem ain to be elucidated. 
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